We read with great interest the article by Ong et al, 1 who demonstrated that codelivery of cardiac progenitor cells (CPCs) with a minicircle plasmid carrying hypoxia-inducible factor-1 into the ischemic myocardium can improve the survival of transplanted CPCs. Their data revealed that hypoxia-inducible factor-1 was able to modulate the local niche and transform it from a hostile ischemic milieu into a hospitable environment for transplanted stem cells. Specifically, they showed that minicircle plasmid carrying hypoxiainducible factor-1 was taken up by cardiac endothelial cells, which secreted exosomes that were internalized by the CPCs. The exosomes were enriched for miR-126 and miR-210, which induced a glycolytic switch in CPCs. The switch to the glycolytic state allows the CPCs to adapt to hypoxic stress. This study revealed a critical role for exosomes as a communicator in cardiovascular regeneration.
